Page 1 of 7 




RAW SEQUENCE LISTING DATE: 07/10/2006 

PATENT APPLICATION: US/10/584,810 TIME: 10:24:35 

Input Set : A;\21471 SEQ LSTG 6 16 06 .TXT 
Output Set: N:\CRF4\07102006\J584810.raw 

4 <110> APPLICANT: Merck & Co., Inc. 

6 <120> TITLE OF INVENTION: HCV RNA-DEPENDENT RNA POLYMERASE 

9 <130> FILE REFERENCE: 21471 PCT 
C--> 11 <140> CURRENT APPLICATION NUMBER: US/10/584,810 
C--> 11 <141> CURRENT FILING DATE: 2006-06-28 

11 <150> PRIOR APPLICATION NUMBER: 60/535,708 

12 <151> PRIOR FILING DATE: 2004-01-09 
14 <160> NUMBER OF SEQ ID NOS : 28 

16 <170> SOFTWARE: FastSEQ for Windows Version 4.0 

18 <210> SEQ ID NO: 1 

19 <211> LENGTH: 571 

20 <212> TYPE: PRT 

21 <213> ORGANISM: Artificial Sequence 

23 <220> FEATURE: 

24 <223> OTHER INFORMATION: modified HCV NS5B 

26 <400> SEQUENCE: 1 

27 Met Ser Met Ser Tyr Thr Trp Thr Gly Ala Leu lie Thr Pro Cys Ser 

28 1 5. 10 15 

29 Pro Glu Glu Glu Lys Leu Pro lie Asn Pro Leu Ser Asn Ser Leu Leu 

30 20 25 30 

31 Arg Tyr His Asn Lys Val Tyr Cys Thr Thr Thr Lys Ser Ala Ser Leu 

32 35 40 45 

33 Arg Ala Lys Lys Val Thr Phe Asp Arg Met Gin Val Leu Asp Ser Tyr 

34 50 55 60 

35 Tyr Asp Ser Val Leu Lys Asp lie Lys Leu Ala Ala Ser Lys Val Thr 

36 65 70 75 80 

37 Ala Arg Leu Leu Thr Met Glu Glu Ala Cys Gin Leu Thr Pro Pro His 

38 85 90 95 

39 Ser Ala Arg Ser Lys Tyr Gly Phe Gly Ala Lys Glu Val Arg Ser Leu 

40 100 105 110 

41 Ser Gly Arg Ala Val Asn His lie Lys Ser Val Trp Lys Asp Leu Leu 

42 115 120 125 

43 Glu Asp Ser Glu Thr Pro lie Pro Thr Thr lie Met Ala Lys Asn Glu 

44 130 135 140 

45 Val Phe Cys Val Asp Pro Thr Lys Gly Gly Lys Lys Ala Ala Arg Leu 

46 145 150 155 160 

47 lie Val Tyr Pro Asp Leu Gly Val Arg Val Cys Glu Lys Met Ala Leu 

48 165 170 175 

49 Tyr Asp lie Thr Gin Lys Leu Pro Gin Ala Val Met Gly Ala Ser Tyr 

50 180 185 190 

51 Gly Phe Gin Tyr Ser Pro Ala Gin Arg Val Glu Phe Leu Leu Lys Ala 

52 195 200 205 

53 Trp Ala Glu Lys Lys Asp Pro Met Gly Phe Ser Tyr Asp Thr Arg Cys 
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210 










215 








220 












IT lie 






Thr* 

XILJ. 


V Cl-L 


Th-r 


m n 






Tip 

X X c 


Arg Thr 


Glu 


Glu 


Ser 


He 




? 9 R 
^ ^ 










^ J \j 










235 








240 


en 


lyr 


A3rc[ 


AX a 


v-.yo 


Gov 

OCX 


Leu 


tr X (J 


ux u. 


OX LL 


AXCl 


His Thr 


Ala 


He 


His 


Ser 


J o 










245 










250 








255 




c; Q 


Leu 


1 ill. 


V7 J. U. 


Arg 


Leu 


iyr 


V dX 


vjx y 


Vj-Ly 


XT i_ W 


Met Phe 


Asn 


Ser 


Lys 


Gly 


fin 








260 










265 








270 






OX 




irij. 


Cys 


Vjxy 


Tyr 


Arg 


Arg 


^ys 


Arg 


Ala 


Ser Gly Val 


Leu 


Thr 


Thr 


o ^ 






97^ 


















285 








D J 


Seir 


Mot- 


\jxy 


Asn 


inx 


X Xcr 


illi 




iyr 


Val 


Lys Ala 


Leu 


Ala 


Ala 


Cys 


D ft 




9 Q n 

Z ^7 U 










9 








300 










b b 


Lys 


AXo. 


/\xa 


^jxy 


T 1 o 

X xe 


X xe 


Al a 

AX a 


Pro 


Tiir 


Met 


Leu Val 


Cys Gly Asp Asp 


D D 


J U D 










7 1 n 
J ±\j 










315 








320 


£ "7 
D / 


Leu 


V aX 


V ax 


X xe 


Ser 


V7X U 


OCX 


oxn 


vjX y 


Thr 


Glu Glu 


Asp 


Glu 


Arg 


Asn 


o o 










9 c: 
J Z D 










330 








335 




o y 


Leu 


Arg 


AX a 


irne 


mr 


VjXU 


AX a 


Mai- 

net- 


1 IIX 


Arg 


Tyr Ser 


Ala 


Pro 


Pro Gly 


/ u 








O rt W 










T4R 








350 






/ 1 


Asp 


Pro 


Pro 


Arg 


Pro 


VjXU 


Tyr 


Asp 


Leu 


Glu 


Leu He 


Thr 


Ser 


Cys 


Ser 


TO 
















fi n 

^ O VJ 








365 








n 1 
16 


Ser 


Asn 


vax 


Ser 


vax 


AX a 


Leu 


Vjxy 


Pro 


Gin Gly Arg Arg Arg 


Tyr 


Tyr 


n A 




7 7 0 










7 7 ^ 

J / 3 








380 










1 c 
/D 


Leu 


inzT 


Arg 


Asp 


Pro 


inr 


Thr 


Pro 


X xe 


Ala 


Arg Ala 


Ala 


Trp 


Glu 


Thr 


/ o 


O O 3 










«3 7 V 










395 








400 


T7 


va± 


Arg 


rlXS 


Ser 


Pro 


vax 


Asn 


Ser 


Trp 


Leu Gly Asn 


He 


He Gin Tyr 


/ o 










40^ 










410 








415 




7 Q 




Pro 


inr 


X xe 


Trp 


Al a 
AX a 


Arg 


irieu 


Wa 1 

vax 


Leu 


Met Thr 


His 


Phe 


Phe 


Ser 


fin 








^ ^ 










49 R 








430 






D J. 


X ±e 


Leu 




AX a. 


m n 


Asp 


Tnr 


Leu 


Asp 


Gin 


Asn Leu 


Asn 


Phe 


Glu 


Met 


o ^ 






*± j> ^ 










440 








445 








oo 


lyr 




i-iXct 


V dx 


iyr 


OCX 


V CLX 


OC J. 


t J. vj 


Leu Asp Leu 


Pro 


Ala 


He 


He 


84 




450 










455 








460 










□ c 
OD 


VjXU 


Arg 


Leu 


nxS 


\jxy 


Leu 


Asp 


a 

AX a 


rrne 


Ser 


Leu His 


Thr 


Tyr 


Thr 


Pro 


86 


465 










470 










475 








480 


87 


His 


Glu 


Leu 


Thr 


Arg 


Val 


Ala 


Ser 


Ala 


Leu Arg Lys 


Leu Gly Ala 


Pro 


88 










485 










490 








495 




89 


Pro 


Leu 


Arg 


Ala 


Trp 


Lys 


Ser 


Arg 


Ala 


Arg Ala Val Arg Ala 


Ser 


Leu 


90 








500 










505 








510 






91 


lie 


Ser 


Arg 


Gly 


Gly 


Arg 


Ala 


Ala 


Val 


Cys 


Gly Arg Tyr 


Leu 


Phe 


Asn 


92 






515 










520 








525 








93 


Trp 


Ala 


Val 


Lys 


Thr 


Lys 


Leu 


Lys 


Leu 


Thr 


Pro Leu 


Pro 


Glu 


Ala 


Arg 


94 




530 










535 








540 










95 


Leu 


Leu 


Asp 


Leu 


Ser 


Ser 


Trp 


Phe 


Thr 


Val 


Gly Ala Gly Gly Gly Asp 


96 


545 










550 










555 








560 


97 


He 


Tyr 


His 


Ser 


Val 


Ser 


Arg 


Ala 


Arg 


Pro 


Arg 










98 










565 










570 













101 <210> SEQ ID NO: 2 

102 <211> LENGTH: 571 

103 <212> TYPE: PRT 

104 <213> ORGANISM: Artificial Sequence 
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106 <220> FEATURE: 

107 <223> OTHER INFORMATION: modified HCV NS5B 
109 <400> SEQUENCE: 2 



110 


Met Ser 


Met 


Ser 


Tyr 


Thr 


Trp 


Thr 


Glv 


Ala 


Leu 


He 


Thr 


Pro 


Cvs 


Glv 


111 


1 






5 










1 0 

X \J 










15 




112 


Pro Glu 


Glu 


Glu 


Lys 


Leu 


Pro 


He 


Asn 


Pro 


Leu 


Ser 


Asn 


Ser 


Leu 


Met 


113 






20 




















30 






114 


Arg Phe 


His 


Asn 


Lys 


Val 


Tyr 


Ser 


Thr 


Thr 


Ser 


Arg 


Ser 


Ala 


Ser 


Leu 


115 














40 










45 








116 Arg Ala 




Lys 


Val 


Thr 


Phe 


Asp 


Arg 


Val 


Gin 


Val 


Leu 


Asp 


Ala 


His 


117 


50 










55 










fin 










118 


Tyr Asp 




Val 


Leu 




Asp Val 


T.VQ 




Ala 


Ala 


Ser 


Lys 


Val 


Ser 


119 


65 








/ u 










/ Zj 










80 


120 Ala Arg 




Leu 


Thr 


Val 


Glu 


Glu 


Ala 


Cys 


Ala 


Leu 


Thr 


Pro 


Pro 


His 










85 










y u 










-7 -J 




TOO 


Ser Ala 


T ATC 


Ser Arg 




Gly Phe 




Ala 


Ti\/C! 

xj jr o 


Glu 


Val 




Ser 


Leu 


IZo 






100 










1 nt; 










Tin 

X X w 






lz4 


^ V* TV ^^^^ 

ber Arg 


Arg 


Ala 


Val 


noil 


His 


He 


Arg 


OCX 


V dX 




Glu 




Leu 


Leu 


IOC. 




Tic: 










120 










1 9 R 








IOC 


olU ASp 


Gin 


His 


Thr 


Dt"i^ 

*r JL \J 


He Asp 


X XIJ. 


Thr* 


Tie 

X xc 


Met 


Ala 


Lys 


Asn 


Glu 




J. O \J 










135 










1 A n 










TOO 


vai Fne 


Cys 


He 


Asp 


Pro 


Thr 


Lys 


Glv 


Glv 


Lys 


Lys 


Pro 


Ala 


Arg 


Leu 


129 


145 








150 




















160 


130 


He Val 


Tyr 


Pro Asp 


Leu 


Gly Val 


Arg 


Val 


Cys 


Glu 


Lys 


Met 


Ala 


Leu 


131 








165 










X / u 










175 




132 


Tyr Asp 


He 


Ala 


Gin 


Lys 


Leu 


Pro 


Lys 


Ala 


He 


Met 


Glv 

vjx 


Pro 


Ser 


Tvr 

a. jf J. 


133 






180 










1 ft^ 

X O 3 










190 

X 7 V/ 






134 


Gly Phe 


Gin 


Tyr 


Ser 


Pro 


Ala 


Glu 


Arg 


Val 


Asp 


Phe 


Leu 


Leu 


Lys 


Ala 


135 




195 










200 










205 








136 


Trp Gly 


Ser 


Lys 


Lys 


Asp 


Pro 


Met 


Glv 


Phe 


Ser 


Tvr 


Asp 


Thr 


Arg 


Cvs 


137 


210 










215 










220 










138 


Phe Asp 


Ser 


Thr 


Val 


Thr 


Glu Arg 


Asp 


He 


Ara 


Thr 


Glu 


Glu 


Ser 


He 


139 


225 








230 










235 










240 


140 


Tyr Gin 


Ala 


Cys 


Ser 


Leu 


Pro 


Gin 


Glu 


Ala 


Arg 


Thr 


Val 


He 


His 


Ser 


141 








245 










250 










255 




142 


Leu Thr 


Glu Arg 


Leu 


Tyr 


Val 


Gly 


Gly 


Pro 


Met 


Thr 


Asn 


Ser 


Lys 


Gly 


143 






260 










265 










270 






144 


Gin Ser 


Cys Gly Tyr Arg 


Arg 


Cys 


Arg 


Ala 


Ser 


Gly 


Val 


Phe 


Thr 


Thr 


145 




275 










280 










285 








146 


Ser Met 


Gly Asn Thr Met 


Thr 


Cys 


Tyr 


He 


Lys 


Ala 


Leu 


Ala 


Ala 


Cys 


147 


290 










295 










300 










148 


Lys Ala 


Ala Gly 


He 


Val 


Asp 


Pro 


Val 


Met 


Leu 


Val 


Cys 


Gly 


Asp 


Asp 


149 


305 








310 










315 










320 


150 


Leu Val 


Val 


He 


Ser 


Glu 


Ser 


Gin 


Gly 


Asn 


Glu 


Glu 


Asp 


Glu 


Arg 


Asn 


151 








325 










330 










335 




152 


Leu Arg 


Ala 


Phe 


Thr 


Glu 


Ala 


Met 


Thr 


Arg 


Tyr 


Ser 


Ala 


Pro 


Pro 


Gly 


153 






340 










345 










350 






154 


Asp Leu 


Pro Arg 


Pro 


Glu 


Tyr Asp 


Leu 


Glu 


Leu 


He 


Thr 


Ser 


Cys 


Ser 


155 




355 










360 










365 
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156 


Ser 


Asn 


Val 


Ser 


Val 


Ala 


Leu 


Asp 


Ser 


Ara 


Glv 


Ara 


Arg 


Arg 


Tvr 


Phe 


157 




370 










375 










380 










158 


Leu 


Thr 


Arg 


Asp 


Pro 


Thr 


Thr 


Pro 


He 


Thr 


Aro 


Ala 


Ala 


Tro 


Glu 


Thr 


159 


385 










390 










395 










400 


160 


Val Arg 


His 


Ser 


Pro 


Val 


Asn 


Ser 


TrtD 


Leu 


Glv 


Asn 


He 


lie 


Gin 


Tvr 


161 










405 










410 










415 




162 


Ala 


Pro 


Thr 


lie 


Trt) 


Val 


Ara 


Met 


Val 


He 


Met 


Thr 


His 


Phe 


Phe 


Ser 


163 








420 










425 










430 






164 


He 


Leu 


Leu 


Ala 


Gin 


Asp 


Thr 


Leu 


Asn 


Gin 


Asn 


Leu 


Asn 


Phe 


Glu 


Met 


165 






435 










440 










445 








166 


Tyr Gly 


Ala 


Val 


Tvr 


Ser 


Val 


Asn 


Pro 


Leu 


Asp 


Leu 


Pro 


Ala 


He 


He 


167 




450 










455 










460 










168 


Glu Arg 


Leu 


His 


Gly 


Leu 


Glu 


Ala 


Phe 


Ser 


Leu 


His 


Thr 


Tyr 


Ser 


Pro 


169 


465 










470 










475 










480 


170 


His 


Glu 


Leu 


Ser 


Arg 


Val 


Ala 


Ala 


Thr 


Leu 


Arg 


Lys 


Leu 


Gly 


Ala 


Pro 


171 










485 










490 










495 




172 


Pro 


Leu 


Arg 


Ala 


Trp 


Lys 


Ser 


Arg 


Ala 


Arg 


Ala 


Val 


Arg 


Ala 


Ser 


Leu 


173 








500 










505 










510 






174 


He 


Ala 


Gin 


Gly 


Ala 


Arg 


Ala 


Ala 


He 


Cys 


Gly 


Arg 


Tyr 


Leu 


Phe 


Asn 


175 






515 










520 










525 








176 


Trp 


Ala 


Val 


Lys 


Thr 


Lys 


Leu 


Lys 


Leu 


Thr 


Pro 


Leu 


Pro 


Glu 


Ala 


Ser 


177 




530 










535 










540 










178 


Arg 


Leu 


Asp 


Leu 


Ser 


Gly 


Trp 


Phe 


Thr 


Val 


Gly 


Ala 


Gly 


Gly 


Gly 


Asp 


179 


545 










550 










555 










560 


180 


He 


Tyr 


His 


Ser 


Val 


Ser 


His 


Ala 


Arg 


Pro 


Arg 













181 565 570 

184 <210> SEQ ID NO: 3 

185 <211> LENGTH: 571 

186 <212> TYPE: PRT 

187 <213> ORGANISM: Artificial Sequence 

189 <220> FEATURE: 

190 <223> OTHER INFORMATION: modified HCV NS5B 

192 <400> SEQUENCE: 3 

193 Met Ser Met Ser Tyr Thr Trp Thr Gly Ala Leu He Thr Pro Cys Ser 

194 15 10 15 

195 Ala Glu Glu Glu Lys Leu Pro He Ser Pro Leu Ser Asn Ser Leu Leu 

196 20 25 30 

197 Arg His His Asn Leu Val Tyr Ser Thr Ser Ser Arg Ser Ala Ser Gin 

198 35 40 45 

199 Arg Gin Arg Lys Val Thr Phe Asp Arg Leu Gin Val Leu Asp Asp His 

200 50 55 60 

2 01 Tyr Lys Thr Ala Leu Lys Glu Val Lys Glu Arg Ala Ser Arg Val Lys 

202 65 70 75 80 

203 Ala Arg Met Leu Thr He Glu Glu Ala Cys Ala Leu Val Pro Pro His 

204 85 90 95 

205 Ser Ala Arg Ser Lys Phe Gly Tyr Ser Ala Lys Asp Val Arg Ser Leu 

206 100 105 110 

2 07 Ser Ser Arg Ala He Asp Gin He Arg Ser Val Trp Glu Asp Leu Leu 
208 115 120 125 
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209 


Glu 


Asp 


Thr 


Thr 


Thr 


Pro 


He 


Pro 


Thr 


Thr 


He 


Met 


Ala 


Lys 


Asn 


Glu 


210 




130 










135 










140 










211 


Val 


Phe 




V cix 


Asp 


Pro 


Ala 


Lys 


Glv 
oxy 


Gly 


Arg 


Lys 


Pro 


Ala 


Ara 

nxy 


Leu 


212 


145 










150 










155 










160 


^ J. o 


X xc 


V ax 


lyr 


if J. \j 




T .oi 1 

i-J" Li 


ni V 

VJX jf 


Val 

V dX 




Val 


v_y o 


m 11 

ox LX 


xjy o 


^xy 


Ala 


Leu 


214 










165 










170 










175 




^ J.ZJ 


lyr 




V dX 


X xc 


m n 

v7Xil 


T.VC! 

i-i_y o 


XJC \X 


ocx 


X X c 


ox LI 


Thr 


Met 


Gly 


Ser 


Ala 


xyx 


216 








180 










185 










190 






91 7 


VJX Jr 




Gin 


lyi 


OCX 


Pro 


Gin 


Gin 


Arg 


Val 


Glu 


Arg 


Leu 


Leu 


Lys 


Met 


218 






195 










200 










205 








9 1 Q 
Z X ^ 


irp 


1 iiX 


OCX 


_ 

Lys 


T .\7G 

xiy o 


± IIX 




T .£^1 1 

XiCU. 


ni v 

oxy 


IrliC 


OCX 


iyr 




Thr 


MXy 


v»y o 


220 




210 










215 










220 










9 91 
Z Z X 




Asp 


Gov 
OCX 


XIIX 


Val 
V dX 


i. iiX 


VjX Li 


m n 




Tl *a 
X xc 




Val 
V dx 


nl 11 

ox Li 


f?l 11 

ox LI 


f?l 11 
ox u 


X X c 


999 


99 R 
z z o 










970 

^ O w 










97R 










240 


9 9 7 
Z Z J 


Tyr 


vjrXli 


L.ys 


v-.ys 


Asn 


Leu 


ox Li 


JCr i U 


ni n 

ox LL 


Al a 
r^X d 


/\xy 


xiy 9 


Val 
V dx 


Tl 

X X c 


OCX 


OCX 


9 94. 
Z Z 'x 










94R 










9 RO 

^ J v 










255 




99 
Z Z O 


Leu 


lllX 


v3X U. 


Arg 


Leu 


j.yr 




ox y 


oxy 


rr d-Kj 


iMC L- 


It lie 


A en 
noil 


OCX 


jjy o 


Gly 


226 








260 










265 










270 






O O 


i^XO. 


Pi -n 


v^ys 


r^l 17 
ufxy 


Tyr 


Arg 


Arg 


r^'\7o 
i-.ys 


Arg 


Al a 
nXd 


OCX 


<^1 \r 
oxy 


Val 
V dX 


XjCLI 




i. IIX 


99ft 
z z o 






97R 










9fl0 
^ o w 










285 








'5 0 0 
Z Z J? 




DVio 
rrlltr 


vjxy 


Asn 


Tnr 


Tl ^ 
X X c 


J. liX 


^ys 


iyr 


Tl <a 
X Xc 


Xiy& 


Al a 
nx d 


1 XiX 


Al a 
AXd 


Al a 

AXd 


Ala 

AXd 


9 7 n 

Z J w 




9 Qn 
z ? u 










9 Q ^ 

Z 7 3 










700 
■J \j \j 










9 7 1 
Z O X 


Lys 


al a 

Axa 


nxa 


r^l 

oxy 


Leu 


Arg 


Asn 


rrxO 


Asp 


DVio 
trXlc 


T.oi 1 
XicLL 


Val 
vdx 


v.-y o 


nl V 

oxy 




A cm 


979 
£t ^ ^ 


70^ 










710 

-J X «J 










715 

J J. J 










320 


9 7 7 
Zoo 


Leu 


V dx 


V dx 


vdx 


ni a 

r^Xd 


ni n 

vjX u, 


OCX 




ni V 

ox y 


Val 
V dX 


A CT^ 


nl 11 

ox Li 


A cn 


A Y*n 


Al a 

AXd 


Ala 


974 
^ J 










325 










33 0 










335 




9 7 R 

Z O 3 


XICLL 


Axg 


AXd 


Ph*=» 

frliC 


Th-r 

XllX 


nl n 

ox LI 


Al a 
f^xd 


i*lC L. 


Th-r 


^xy 


lyi 


OCX 


Ala 


Pro 


Pro 


Gly 


236 








340 










345 










350 






237 


Asp 


Ala 


Pro 


Gin 


Pro 


Thr 


TVT* 


Asp 


Leu 


Glu 


Leu 


He 


Thr 


Ser 


Cys 


Ser 


238 






355 










360 










365 








239 


Seir 


Ash 


Val 


Ser 


Val 


Ala 


AT*Cf 

".xy 


Asp 


Asp 


Lys 


Glv 
oxy 




AXVj 


Tvr 

xy i 


Tvr 

Ay X 


Tvr 

xy X 


240 




370 










375 










380 










241 


Leu 


Thr 


Arg 


Asp 


Ala 


Thr 


Thr 


Pro 


Leu 


Ala 


Arg 


Ala 


Ala 


AXp 


Glu 


Thr 


242 


385 










390 










395 










400 


243 


Ala 


Atct 
rtxy 


His 


Thr 


Pro 


Val 


Asn 


Ser 


Tm 

±xp 


Leu 


Glv 

oxy 


Asn 


He 


He 


Met 


Tvr 

xy j- 


244 










405 










410 










415 




245 


Ala 


Pro 


Thr 


He 


Trp 


Val 


Arg 


Met 


Val 


Met 


Met 


Thr 


His 


Phe 


Phe 


Ser 


246 








420 










425 










430 






247 


He 


Leu 


Gin 


Ser 


Gin 


Glu 


He 


Leu 


Asp 


Arg 


Pro 


Leu 


Asp 
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